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declakahok op christophe h- scholunc 

to OVERCOME PRIOR ART REJECTION 



1. 

2. 



I, cairistophBH. Schilling bang svrom,iicreby declares and state tho following: 
J, ChriatopbeH. Sdimbg, am Chief Sdeptffic Officer of Gcnomatica, Bw, 
IboldartoctoridDcBrcoiaBiooiJSJneeriiiBfeiiatteUnlv^ 

piei y >^ and aB^. Degtec mBioinaiical Engmeering fifom Duke Uaivcisity* 

3. ilwro wvi»wd1l»ei*ovt>4dontifcdpHta»taiipHa^^ indudlag die pending dwms. 
dieOffiee Action of Dec«to 16, 2004, aoddwTcflwc^ 

4. lamthcaufliorofoneofdieT^tenccSBiicdtjyaeEwim 

ItedBtlyingPBthway SitacBire ctfBioc^^ 

95. pp. 4193-4198, Aplfl 1998. 

5. lamalsofiunUiiirwifliiteanido'Metdx.licFhKBa^^ 

AmdysiS of Escherichia Cbli 1M2 Gcm Ddedons". W S, Edwante andBemhard 0. Pmdsson, 
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BMC Bioinfarmatips (2000) 1:1. la fiict; while aS the University of CalifomH San Dieso, I worfced 
mder Itic supeiYidioa of Professor Paoissan, and we founded Gcnoniatica^ loe. logpaer 

6, I consider myself to be one of at least ordinary skill in fha an related to fbe above- 
idendfied invention. 

7. I have siBDiileant disagreemenc wldx die {nterpretatiooa of die Edwards and Seliilling 
re&renees, articulated in the Office Aedoo ofDeeember 16, 2004. 

S. One instance of such a disagrcemcot is dmt tbe Office Acdon indicates that Schilling 
inberentlyteaelicaappl^g logic constraints to a fitti^ This i$ inootrect Nddicc 

Schilling nor Bdwards disdosea applying logic constcainis to a flux balance analysis model. 

9. The Office Acdon of December 16, 2004 also appears to indicate diat Scbtlling 
discloses nsc of mixed-integer linear (irogr{mnt{ii& This is also incorrect as nci&cr Schilling nor 
Sdwarda discloses rising mixed-int^er linear progtsmming. 

10. St Schilling, 1 tcacli linear programming^ howciver» linear programming is 
fiindamentally different fiom tnixed>int^er linear progrannmng despite the similodty in name. In 
particular, finear programming is used to find a soluzion based upon particular linear constraints and 
an objecdve fimedon. Mixed^intQger linear programming allows fbr the tnttoducdon of discreto 
binary constraints that enable fimdamentally diffirost quest? ons to be solved witii this mcdiod versus 
linear prognunming. By using this novel approadh one could $ctiip a constraint diat for instance on^ 
allows a rcacdon to be ^on'^ while anotiher reaction is '"ofT. This Is not something that could in any 
way be accomplished wid^ tinear programming methods. Thus, linear programming problems and 
mixcd-^mteger linear programming pr6b!ems are fiindamenmlly different in nature and as applied in 
the issue at hand, relate to fundamentally difiScrcnt o^sproaches in modeling* 
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IglOlS 



] h la SctbilHngy I represent reacdoQ bohunoe equadans in matrix notatioa to provide » 
stoichiomotric TnsCriXf S. Tbc cquadon S - v s 0 cim be solved given a suitoble objective fisnedoo 
dirough use of linear piogramming. Such a Imcsa pTugramming problem is SS£ a mbced-joteBei^ 
linear programming problem. Moreover^ the differcncn between linear programming and mixed- 
integer linear piogcammtng is not just a difference in how a problem It is solved, it iadieatos a 
fiindamcntal difiercnce in die problem itself. 

12. It is nay opinion, contrary to die views expressed widi respect to the Office Acdon of 
December 16, 2004^ dmt none of tbc pending claims wiudi aceon^kany the response Sled with this 
Oeelaradon ei^ obvious based on a oombinstton of die Scbilling and Edwards refisrences. 

The undersigned fiixdier declares that all statements made herein of his own knowlodgo 
sre true and dsat all statements made en inftnnodon and belief are beKeved to be tni^ and 
further d)at diese statements were made widi the knowledge Quit willful false statements and die 
Uke so made ara pumshahle by iine or imprisonment or bodt^ under Seeddn lOOl ofTlde 1 8 of 
die United States Coda and diat such wiUftl filse antements mayjeopaidiace the validc^caf die 
application of any patent issuing thereon* 

Cbristqphe £L Schilling 



Date 
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